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PURPOSE: To obtain a mutation inducing HIV-RT inhibitor useful 
for improving or maintaining antiviral receptivity to zidovudine of HIV 
population. 

CONSTITUTION: This mutation inducing inhibitor of a human 
immunodeficiency virus reverse transcriptase^ IV-RT) induces 
mutation of a methionine residue at the position 184 to be 
substituted with a valine residue or an isoleucine residue in a 
sequence encoding a reverse transcriptase(RT). An antiviral 
oxathiolane nucleoside, preferably (-)-2\3'-dideoxy-3'-thiacytidine, (- 
)-2',3'- dideoxy-5-fluoro-3'-thiacytidine may be cited as the inhibitor. 
In order to treat or prevent HIV infection, especially zidovudine- 
resistant HIV infection, a therapeutic combination of zidovudine or 
its physiologically mobile derivative and a mutation inducting HIV- 
RT inhibitor is used so as to improve or maintain the antiviral 
receptivity of HIV population against zidovudine by the inhibitor. 
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C0035] *W9Hzn~>xm^t>tiHt-£Wt* fSffl 
£tf*>«.dMMi. |B|S!Mc&$- LT t J: v * L ( Bfliif-* 

&m*mime) xh^mlx mimmLtzm^ 
(ittn rt ) t j: 0 ^t-# s . c *u e9&4*28&te . m 20 

i.Xt>Ji^Zbtfbfr&X't>t>o. 
[00 36] «-)t« *»WtK-)TSv^y'K7'yV 

I V- RTfflWHCJtrsftaqEyUfcti 10: 1 

1 : 1 0. »4L<ttl : 1 =SrV^L 1 : 5. SLhB^L 

<lil : 3T-&S. 

[0037] iaT#»fl^^<0#«#2: rjgftjjt 
[0038] #ft^*^ft4»4iSffl$fi*«!IS^aSfi 30 

[0039] HRWfc. H 7" Vv ( X(i-ec0dfefl^6<j 
J±Xhh. R»rS<J0&4fi$r. 2. 3. 4, 5, 6. 40 

v vittitxLiz'jm lx-b <r> 0 hx'mzzfsimvtsfr 

1 Otc^Ll SOOS'J/^A. #2L<te2 0&^L 
1 000S'j/5A. fttjffiL<li5 05:^L7 0 0 

s y /?Aoatt«#s 1 *(as*»t=*oj: a 

[0040] 'JsHtH I V - RTBMBPUcWL 

x . tks-s.&ts&nmRizmtx . fflv^n*o*oia 

tWlti-j-CS&bi. L*»L£A { *>, Hftfctt. IBS 
94>iM-*0. l&ULl 0 0Sy^9A/#o^5 50 



) #53^7-1 09221 

8 

A. PUIS? 1=5^1,5 0 S >J yyl±/*n?yA1)m^ 

lB<0&4Stt. ;do-T I BOT'liO. 0 1&t^L 
20.jffiL<{50. l&V^lSSy^A/^D?'? 
2%. * fc*7 t'y ( n e v i r a p i n e ) T'(iO . 5 $ 
UT^AfcuLl^A/lB. L-697. 639T' 
ttlCr^l^OSU^A/dfo^A, U-8720 
lTteO. l&^LSOOSy^A/if-O;/?^. H 
E PTMtlJ 1 1 0 0 . m U< liSK^l 

5 0 $ y y 7 A/if- o ^ 7 a-c* & . 

[0041] ±iE^ta«7 -f /l^tt**-*?-* 7 ? U 
Jfv- Kcoi 5 Kc 1 8 4 Gm*£gH I V- RTHtWKc 
^LT» 3-Dy^f^Bfl«l»SI3825 2 6ie«^k 
-&!feCOV%ro-B^4fi«i, l=&v^L7 50$y^* 
7A/^o^A. #4U<tt3«r^Ll 20S y^5 

A/ifQ^^A. ^$(ci?^t<^i6t'v^L9osy/7 

A/dfn^7A$r#tf. PCT^Hp0ftffl^WO9 2/ 

1 4 74 3^zim$tiX^h-it^nz^X(n-B<r> 
®5-5Ui. 0. l^v^LlOOSy^A/^D/^ 
A. ff£ L<(±1^V>L50$ y^'vA/dfQ^7A % 

#cif £ L < tt 1 &v » L 2 0 $ y ^7 A/^0/7 a^ 
[0042] m&stmtw&Tiks-i- & z t mmx$) 

o<^6wwnfcLr*^<ta«*ii&. jut, 

tw&tmn (&t. jBRirt. 
^frKczn&xtmztixi,*^. *<7>£o%jmt^ 

[0043] HRC vStt^J^-lCA^ 

mtm*£toitx. znm-WccMmMLx. mm 
tii. mn&*iz&-th*%m?>$i8M. *ti*tuj< 

8 > Lx 7kxi&t7mft<r)i§m& h «- *tssm.t LX . 

><zLXB&-tbZbtf?$&. zm&mii. Eft 

m. m\xii;t*?tLxmmztixi>£i.\ 
[0044] mn. nfeizmtx— ixte*nM±v> 



%LCO£ o K£&&ffi®<n&Blzfr&ffimL#Zm%%$i!Sl 

*£kjgi:t»£jpi (Miur. ( P o v 

i do ne) . 4f5f->\ t Kodf ^Tpe/kX-f/H: 

c t tcj: o sum-* - i h . mn. 3- 

t < V L X t J: n L h h \ mm i ottT t J: < . 
2 -5- tfJ+^fSttlUMh** -> < 0 h h ^UM» $ ixT & 
J: ate. fl*«WSto»aj7o:7.f-/U£li« 
-f 6 fcabCSSrS S'l^-tfO h K o df i/7 n tVM f-/U-fc;U 
n-xfcfflvvc. i«WtLrfcJ:v». Wl^K0»WkffO 

rtmtxix^. 

IS. T7t'r^A (acacia) Xlih^^h 
(tragacanth) 1?tfO®iKciO$)SS3i|^OvStt 
^Sr^tfn-fe'Vv (lozenge) : -tef^y&I/ 

[0046] «BfS4*i. «*-f *y?5A3tg$:£!t,vc 
y-A. V-3.iV, )^-9. r&Xizxru-miX'hi. 

[0048] imawHmbi&mt. tmm, m 

W&tzi-Z mm L X v vc i, J: v MftK*>3£g|& fttffl 

mi a 

a« (-f^y^aw* (b. p. > ) 

*t* Ky (B. P. ) 
7->ry^ya-/uK-fhy>A 

*SP|B 

ILII (B. P. ) 



(6) 1$ffl¥7- 1 0 9 2 2 1 

1 0 

* ft$*i*: y # y -AX<i-e«0fl!!<OJ»a^ . 35!ffJ 
t»ffiS4«, X(i£«4ftS: Aii»Ctl{£-f fc 

[ 0 0 4 9 ] Jffjfc L^JWSMW-ftWJHtt. dfUT'lciB 

^skzittmmmstttAstcitcox'iiZ . 

[0050] *3SWojgpitt, *Hc±ri6^fcJ«J'fcJo 

mx"m<7>fo<?>f&ft*:<£A,x'i> x v-m knmmztih*. 

bX'hh. 

[005 1 ] *»HJk0ffl^<Wfc£flj«;, t«*i0^ 
20 4724 2 3 2^lZllW£hX^hiiO\ZLXm8Z'% 

7->-'y(i. *ffl WI 5 3 23 3. $/l^=r- * 
-JKttOT^Fy v-f- • (A 1 d r i c hC 

hemical C o . ) frbX^hZtlfiX'th. 
[0052] SSSSXARHttH I V- RTRMBPRi. d 

ft.->xmm-tzzttfx-$z>. 

[0053] 

[0 054] ^Sg^ll :fij|q 

OTcOf^lA. B&^C«, dft-KyosafciO** 
^So^KttKtcLT . rO^fT'J ySSv^v-7 

{0055] 

250 
2 1 0 
1 5 
20 



5 00 

mg/S 
250 
1 50 



(7) ^¥7-1 09 22 1 

11 12 
7 t-fe/U (avicel) PH101 60 
#tTK> (B. P. > 15 

r>r>'/'jn-;uK^-K 20 

500 

m\ c 

mg/S 

Y£ttj£# 2 5 0 

All (B. P. ) 200 

T'yyy 5 0 

.•Kb'Hy 5 

359 

mToSUWDXtfEli. S^LfcriWtoeSJEliC J: 0 * [ 0 0 5 6 ] 
WKLfc. •* 
«0M D 

2 5 0 

^-t'^f-WfcLfc-f yr^NF 1 5 150 

400 

E . 

v£tfcl£# 2 5 0 

ft* (B. P. ) 150 
Tt'-fc* 100 

500 

Z j£#£.-tft' K ^0&7$£ J; 9 igo fcfS&tf [0057] 

*Sttj£# 5 0 0 

t Ko^y/DtWf^t^D-^ 1 i 2 

h-t/KMe tho c e 1 > K2M 7V$7\M 
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iKt'KV (B. P. ) 28 
WJ^^-y^A 7 

700 
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[ 0 0 5 8 ] Jtftffl 2 : *r-fe;HCTJ 40 fc. 
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t-rtfrtm*. ±ksskw 1 wiwjD^js^^a^L* 
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Y§ttj£-fr 2 5 0 
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■f>TV^'j3-;UK^KU^A 25 

Xf7yy87/*i/-)A 2 
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4 20 
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1 3 
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1 4 
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m\ d 

mfS.fi 

[ 0 0 6 1 ] MM E (»ifcffciKJP#7M:;U) 
WF<r)%.iii%\mT-tM±. Jfcfta, b&tfc £1? fcb&* 

( a ) -mm 

( b ) 8^ B B B -fe;Uo-^ 

(c) ?LH (B. P. ) 
( d ) xf-;H:;Uo— X 

o. i MJggrjf mxit 

o. i a/wsHk-r h w&mmx- 

•£1±j£#£* ( 3 5-4 0*C) 0±gfr$Hcjfj8U p H 
$-JSKX(i*K^h';^A$rffl^T4. 0-7. Otc 

6. ,Itf)M'"/-^3:*T 1 0 5 U U -y MUcLfc 
fiL $®Lfcfi&ffifl (micropore) 7 
MIJB 

■mfs.fi 

■m. mw&7v-. ph7*^7 

H&0II4 : 851*1 l*]iiS* 

;/y 37D/U (glycofurol 



mg/^r-fe/l' 

2 50 

3 50 
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1 00 
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4 50 

250 
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125 

Ll 

5 1 3 
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PH4. 0-7. 0 
1 0m 1 

* $tjI lt i o s y y h;ue>4Haea#?*A4 r/u 
(^^7*1 ) lcv^iaBLJtHfc3r-/<-^-;u-cafS 

[0062] 

1 2 5mg 
x-h««jRiJPi-C2 5nil 

2 0 Omg 
0. 1 Og 

) 75 1 . 4 5g 

3. 00ml 

6«BLfc3 5 y y btWWb&0>#52J<4 7)V < ? 

-fn ) £&m-h. 

[0063] 

2 5 Omg 

1. 50g 

2. OOg 
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! fW-7-109 22 1 



1 5 

JBWM5L tT-f-1 7. 4 2. 3 169 

mm 6 



1 6 



ttfflfiJJf (Witepsol 
-Dynami t 
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0. 0 12 5ml 
5. 00ml 

* h . #9t*ma*xvmix x < mm* . 
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HI 5 
Nob 



Witepsol H 1 5<7)5#tfO-£gSi4 5*CtCiJ 

5:2 0 0 lMs^IU SKSttfc: WBf ^ 7 KfcWifc 
^WN'-yy (Si 1 v e r s o n ) £fflVvtffl£U 

9flWitep$olH15 ?&COaSS«EtcjDi«fP * 
SWIM 7 : ^v*f>J- 
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